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1.0 Introduction e _ "

wmupﬁmmnmemda&ugwdeﬁuwmmmncyﬁminfewbountoa

* Emergency
few days after unprotected sexual intercourse. Omdnhs!mdm:vﬁayofwhshavebew

1997). One of themost popular and effective choices fof EC has bemma.,‘!uzperegimmisﬁngof 4
tablets, each containing 0.25 mg levonorgestrel and 0.05 mg ethiny! estradiol. Two tablets are taken within
72 hours of unprotected intercourse, and two more are taken leoxnhgn.

Throughout this medical officer review (MOR), the terms “emergency contraception” "Qlamrxency

intercourse. The sponsor, Women's Capital Corporation (WCC), estimates that Postinor tablets
havebeensoldlineethedmgpmdnqwuﬁmmpmvedin 1980. Postinor-2 (identical to Plan B) is
appmvedmthmeofmseuwmisfummywmﬁmmm&uﬁmmimof
twonbletsoflevonorgau'elOJSmmnhawi&hﬂhu:ofmwmmmew
taken 12 hours later.
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years, the United Nations/World Health Organization/Worid Bank Special Programme of Research,
mnlmmwrmmnmwmﬁonmmmmmmmm

i jes of levonorgestrel 0.75 mg tablets for Smergency contraception. Both studies have been
published (WHO/HRP Study 92908 in Lancer, 1998; Ho and Kwan in Human Reproduction, 1993). The
ﬁmommsesmdis.conducwdbyﬂomdxmn.muinﬂmxg,nndom’mduidof

mmﬁonmwmm;mmnmwnﬁngemofmlmdmmmw
study, carried out world-wide between July 1995 and July 1997, is the primary pivotal study for this NDA
sincethcmndydmiuvailnbleforintapnmionandludiL'meHolndemdyiseonﬁdm
wpponiveasitsusereviewfm(m&)mnomaihble.

=~ -+ 2.0 Background

concluded that the “Yuzpe regimen” of certain combined oral contraceptive formulations containing ethinyl
estradiol and levonorgestre! (or norgestrel) was safe.and effective for use as CIergency contraceptives

- (Federal Register 62:8610-12, 2/25/97). In the concluding statements of this document it was stated that:

A wide number of currently available combined oral contraceptive formulations are, according to the FDA _
decision, acceptable for off-label €mergency contraceptive use. At the time of the AC in 1996, however, there
wmnoappmvedpmdminderSAformgmymmnpﬁon.

Beginning in the early 19905, WHO/HRP fielded two well-controlled studies of levonorgestre] 0.75 mg
swiﬁallyformmcomwpﬁon. m:inglemmxdybyﬂomdxminﬁongxmgw
that levonorgestre} mbm:mlmmdmmeYuzpenzimmdmneﬂ'ecﬁvemomdxm 1993).
ThemultspmmpudWHQﬂRthumhah;gumﬂﬁmmdy(Smdy%%S)inadewmﬁmme
ﬁndingsofHoandenismnjﬁm leyﬂ:dymuthepivothyforﬁsNDA.u
agreed to at meetings in March 1997 and April l”BbawenWCCM&eDiﬁﬁonovacM
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mmbmimdwmm.mmamm'sminmmmmmmym
. decades.

'Reﬂacﬁngayemumchedwid:ﬂ\eFDAinMnd:oflm.tbepﬁmynfaymnlysisfordlepiW
smdywou!dbeuestofmpaiorityofbvonorgsnd anlzpenlmvebtheﬁskofpuﬁcipam
experiencing 1) vomiting and/or 2) nausea (within seven days of treatment). These tests would be
pafmmednﬁngmﬁdedhmmsismnmeo.wﬁgniﬁmkvdmmhwmwmmn
Bonfmnieorre&ionmudjunformn!ﬁplemﬁng. e

In pre-NDA meeting with the FDA cn 13 April 1998, FHI proposed a revised analysis of the primary
endpoints for efficacy and safety. anptepuadthemvisedphninl"ebtm 1998, before unblinding the
data. WOC submitted NDA 21,045 on January 29, 1999, and it has been granted a 6-month priority review.

22 Clinical Background for Emergency Contraception

estrogen dicthylstilbestrol) were also used for emergency contraception. While high-dose estrogens are
effective, their use is associated with & high incidence of side eﬁ’ects.mnb!y nausea and vomiting.

In 1972, Dr. Albert Yuzpe and colleagues evaluated a combination of cthiny] estradiol and norgestrel as a
potential emergency contraception regimen. The highest success rates were achieved in trials using two
doses of 0.1 mg ethinyl estradiol and 1 mg norgestre] administered 12 hours apart, and limited to women
reporting coitus within the previous 72 hours (Y uzpe 1977 and 1982). Since the 70's, numerous other
studies have been published which support the efficacy of combined therapy of a total dose of 0.2 mg
cthinyl estradiol in combination with either 2.0 mg norgestrel or 1.0 mg levonorgestrel (Glasier 1997).
Although the Yuzpe regimen causes fewer side effects than the earlier high-dose estrogen treatment, the
incidence of nausea (about 50%); and that of vomiting (about 20%) remain substantial. Some clinicians
prsaibgcomominntmﬁ-emeﬁa.bmthmmmdmmmppomhhpncﬁccmdmuemm
pharmacokinetic studies of drug interactions between the Yuzpe regimen and anti-emetics.

 During the 197Us.|numbaofsmdiesmmdmkmin80mhAmaia.ﬁﬂwuﬁn“pponﬁumthe
German pharmaceutical company Schering AG, to test the efficacy of various progestins, including

levonorgestrel, given alone for routine postcoital contraception by sexually active married women. Doses

ranging from 0.15 mg to 1.0 mg were tested on over 7,000 women (Moggia 1974, Echeverry 1974, Kessern

Beginning in the early 1990s, WHO/HRP fielded two well-controlled studies of levonorgestre! 0.75 mg for

23 Related INDs and NDAs

ol and NDA 20,946 are dircctly related to emergency contraception. IND diites back to
smmpmmwmmmmimwocmwmfwmemNDA.mmm
Myomemmmemfwwm:hMm__

cre o
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contain.a protocol review of the WHO Pivotal Stdy 92908. NDA 20,946 is the above mentioned
application far the Preven™ product spproved in September 1998 for emergency contraception.

2.4 International and Marketing Experience

Powmr-ﬁstbesmprbductul’hnnanlets.levmmdo.ﬁmg)mdisngrkuedinEmopefor
mmcymnmmﬁmhl”?.WCCmthMo{MediulAﬂ‘lhn

o mnnfacunuofthedmgmbemrbmd.bukabommynponedldmem:ndoﬁa
safety information related to Postinor. WCCwuinfmmedthatnoadvmemnpmmonﬁlei_nLh;
Medica!Depmwhichmainswrdsonlyfonhepﬁmﬁveym In May 1997, WCC also wrote to

- In May 1998, W&mm@uﬁonﬂ&ugmdmﬁngagadshm&echkepubﬁc.ﬁmm.

Bplgnrin.Mahysh.Rommganthndnkingforeomplacinfmﬁononmcdwmomto

Reviewer’s comment: It is actually concerning and unusual for any drug product that despite five
years of marketing information, there was not a single adverse event reported to and
only one to the WHO/HRP database. It is possible that the postmarketing data collection systems in
place in the seven listed foreign countries may not provide very reliable post-marketing safety

. information.

3.0 Description of Clinical Data Sources for Efficacy and Safety
3.1 General Data Sources T T e o
[es general categories. These were: 1) three

- clinical studies for gency con) multicenter clinical studies of routine postcoital

contraception using levonorgestrel 0.75 mg manufactured by - : - and-3) 16 small studies of
oral Jevonorgestrel for routine or occasional contraceptive use, with a variety of regimens, doses, and
formulations. B _ R .

'»  Two WHO/HRP-sponsored-studies of levonorgestrel for emergency contraception, using Postinor
(levonorgestrel 0.75 mg), manufactured by ¢

e  WHO/HRP 1998 — Sudy 92908
*  Hoand Kwan 1993 - WHO/HRP Study 81107
. OnemospecﬁveunconuonedGmnsmdy.nalowdm

1) Single Dose and Multiple Dose Clinical Pharmacology Studies

e WCC-PKO00!
®  Three published fareign studies using levonorgestre! tablets 0.75 mg
e Two ongoing studies of the mechanism of action
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ClinimlphzmeologymdiumdiscmedinSecﬁonGOflheNDA.md.lllteponedldvmemn
.mmclwdmmesmwublshSecdm?ofmespohsm'sinuwadmny. ‘

2).

3)

4)

Two WHO/HRP-sponsored studies of levonorgestrel for emergency contraception, using Postinor
(levonorgestrel 0.75 mg), manufactured by '

* WHO/HRP 1998 - Study 92908 -
* Ho and Kwan - WHO/HRP Study 81107

- Three WHO/HRP-sponsored trials of routine postcoital contraception with the levonorgestrel 0.75 mg
formulation manufactures by

® WHO/HRP 1987 - Study 82906

WHO/HRP 1993 - Study 87908
* He 1991 - WHO/HRP Study 84902

‘Fifieen small studies of oral levonorgestrel for roitine or occasionl contraceptive use, with a variety of

regimens, doses, and formulations. Early trials in Latin America (1970-1975) used formulations of
levonorgestrel produced by Schering. -In late 1970s and 1980s, provided Postinor
(levonorgestrel 0.75 mg) for company-sponsored or partially-supported studies in Eastern Europe and

Types of Safety Data for Each Study

Study Adverse | SAE | Adverse CRF |. LabData .Vital Signs . | Pregnancy

Event Withdrawal

WCC-PK00] X X X X X X

He 1990

Durand

WHO/HRP 91902

WHO/HRP 92908

Ho and Kwan

BP, P

WHO/HRP 82506

1 He 1991

WHO/HRP 87908

Farkas 1978

Serepély

Borsos

o] I Eed Bt
b

BP, Wt X

Kovides 1979

Farkas 1982

Histolo,

Husvéth

Kovics 1983

Vert

Kiss

Tatér

Karsay

Pol
Huber

| Domdny
Chemev

x[oefoetoelnelselsel [oe[>e] [>elselselselselselselselsel e

Szczurowicz

[ Nirspathpongpora

el Lol

aallvge
¥ i1H¢
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Study Adverse | SAE Adverse CRF LabData | VitalSigns--| Pregnancy
_Event Withdrawal Outeome
L Czekanowski X
Klawe . X X
Canzler X X BP
Orley X BP, Wt
Sas - X
Echeverry - X ~ ~ BP
Kessertt X X X
Moggia X X X X
Hurtado X
| Lamafiaga X X
Hoffmann X ) -

WMMWB@%MW%B&BWMEMW&W@

32 Summary of Related Levonorgestrel Trials:

- A relative large body of older foreign studies of levonorgestre] taken alone after coitus for routine or
occasional posteoital contraception are summarized in the sponsor's table below. - - -

Studies of lcvoﬁorgstnﬂ‘akmﬂtu: Intercourse for Postcoital Contraception: Regimens Used

STUDY ]

REGIMEN

WHO/HRP-sponsored multicenter studics: single 0.7

dose of levonorgestrel

WHO/HRP 1987 - One 0.75 mg tablet within 8 hours after the first coital act in the
Study 82906 periovulatory period, then one tablet 24 hours later, then one tablet after
-| Intemational each coital act, but no more than one tablet per 24 hours.
He, China 1991 . One 0.75 mg tablet within 8 hours after the first coital act in the
o periovulatory period, then one tablet 24 hours later, then one tablet after
. 4 cach coital act, but no more than one tablet per 24 hours.

WHO/HRP 1993 - Study | One 0.75 g tablet within one hour after each coital act, but no more than

87908 International one tablet within a 3-hour period.

Other studies of levonorgestrel, 0.75 mg..

Seregely, Hungary One0.75mgnbletwithinonehowaﬁaacbqoim.bmmmethmm

(multicenter 16 small tablet per 3-hour period. In cases of “clustered coitions™, 1 tablet after the

studies) first act, another three hours later, and a third the following day.

Chemev One 0.75 mg tablet within one bour after each coital act; no more than four

Bulgaria : tablets per month.

Szczurowicz, Poland 0.75 mg tablets; up to 4 per cycle

Nirapathpongporn One 0.75 mg tabiet within one bour afier each coital act, but no more than

Thailand one tablet within any three hour period. In cases of multiple acts, one tablet
within one hour after the first act, a second tablet 3 hours later, and a third

» tablet the next morning.

Czekanowski Om0.75mgublﬂlﬁminommmachcoiulaa.bmmmm

Poland one tablet within any 3-hour period. In cases of multiple acts, one tablet
within one hour after the first act, a second tablet 3 hours later, and a third
tablet the next moming.

Klawe 0.75 mg tablets; regimen not stated.

- | Hungary
Orley One 0.75 mg tablet within one hour after intercourse. In case of repeated
| Hungary intercourse, one more tablet three hours later.
Sas, Hungary One 0.75 mg tablet within one bour afier each coital act -
Other studies: using various dose levels of levonorgestrel
- ] Kesserti One tablet (0.15, 025, 0.30, 0.35, 0.40 mg) within one hour after each
Peru coital act. A
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STUDY REGIMEN

Moggia OneOJSmgtabletwithinonqhomaﬁuachcoinlm

Arpentina :

Echeverry 1.0 mg within 8 hours after intercourse, but no more than one tablet in an 8

Columbia - | hour period

Hurtado : Various doscs; regimens not stated. (Original efficacy data from files of

Peru - Schering A.G.) =

Larrafiaga, Peru One 1.0 mg tablet immediately after intercourse

Canzler Group A: One 0.4 mg tablet within 12 hours after each coital act. E

East Germany -1 Group B: TmO.?.SmgnbletsimmediatelybcfmandoneO.?Smgublet
8 hours afier each coital act

SeWof&eMsﬁsﬂdewﬁdthomhAmuiuaMWbySchath&m ’
dosn;smngingﬁomO.lSngtol.Omglemnqxgesnl,Jhemjoﬁtyof;bemdiqud_thelevommd
0.75 mg tablet manufactured by : ~ '

Itis difficult to compare results between these trials because of differences in underlying risk of pregnancy and
in lengths of follow-up, as well as patient populations and dosing regimens. ‘Nonetheless, these early studies of
different dose levels appear to have influenced © - .~ . . . decision to developa 0.75 mg levonorgestrel
tablet in the late 1970s and influenced WHO/HRP to use this tablet in several studies of levonorgestre! for
routine postcoital contraception, and-more recently in the two controlled studies on emergency contraception

- for this NDA. ’

- Reviewer’s comment: The 0.75 mg levonorgestre} dose appears reasonable based on the various studies
carried out during the past 25 years. Lower doses have been used, but were often administered within 1-
8 hours of intercourse and showed more disruption of the women’s menstrual cycles.

Theamhorsot'umesmdietprovidefewdmikonthe&pmeedmfwdﬂe&iohdfwegmncieswfor
followingupwithwomenwhofniledmkeepnypoimms. It is likely that some pregnancies were missed.
Emmmgmpmdbym&mehmﬁpmiﬂméfmmnnd&mm
from 0 to0 21.1 mmnduwl&wm.ﬁe?aﬂbdakwmmn&cmofw
pregnanciesdividedby&emmbaofwmyunofmmwﬁskofmm.mmof
different doses of levonorgestrel mggmmefﬁaeyﬂowalindiws)mightbenhigtudmm
Pear] index, bowever, has an intrinsic flaw. Beuusefa‘tilewomenmlibljtobecomepngnmwliu
‘andthusdmpmnoﬂhem;dy.t!ﬂsmﬁsﬁctendstodeausewithin:rﬂsingdmtionoffollow-up.m
nudieswimmeshormfouow-upindwdmdedwmmeﬁglmhﬂindimbspicm
pmblmhomm.ﬁesﬁmﬂ?uﬂiﬂumgmuﬁngmmmwmﬂy R

levonorgestrel alone for contraception. Mmmmumnywmmmmof
levonorgestrel appears to be effective. The findings are only marginally relevant, however, to the efficacy of
mwmkmmmmjmfwmmumpﬁmmwdmmﬁms .
were so different. ’ . -

33 Comparison of the Phase ITT Ho and Kwan and WHO Pivotal Controlied Trials

The pivotal study (WHO/HRP 1998 - Study 92908) for this NDA was designed. monitored, and analyzed
by the United Nations/WHO/Worid Bank Special Programme of Research, Development and Research

o B
e v

10
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Training in Human Reproduction (WHOHRF). Tt was conducted between 1995 and 1997 at 21 elinica
sites in 14 countries on five i

Acwdingmthesndy'spﬁndpdinvmipmmeoﬁginﬂdmfmmddmﬁsdnpnolougercxist.'l'hc
 information provided belowwuukmnoldyﬁomdzempublishediu 1993 in Human Reproduction.
This study - i lmuim&mjymmmbeperfmedaﬁutheﬁmzoomjmm
recruited and again after each additional 100, Hmehﬂmnwoflmmammmmm
Sﬁmrthuzpemup.memdywnmbemp& i pez the protocol,

Thﬁmgimmevdmwdinmemmmdsuibedinﬁenble below. The Yuzpe and levonargestrel
regimensmidenﬁcal_indxemmdis. with two exceptions:

.« The Pivotal Study (WHO/HRP 1998 - Study 92908) aliowed women to initiate |
: i wbausﬂowxwmﬁmimdiniﬁaﬁonofmmttspw“humaﬁa

Regimens Evaluated in the Two Controlled, Double-Blind Phase ITI Trials of Levonorgestrel for

- Emergency Contraception
. .. Pivotal Study . . - Ho and Kwan -
(WHO/HRP 1998 ~ Study 92908) (1993)

Levonorgestrel | 0.75 mg levonorgestrel within 72 bours after 0.75 mg levonorgestrel within 48 bours

mﬂmm’;mmd?m%m after intercourse, followed by the same
-2 vomiting 12 bours later; no third

within four bours ahe cither rouired dose. | e 12 20 third dose

Yuzpe 0.1 mg ethinyl estradiol and 0.5 mg levonorgestrel | 0.1 mg ethiny] estradiol and 0.5 mg
within 72 hours after intercourse, followed by the levonorgestrel within 48 hours after
same dose 12 hours later; a third dose was to be imaeom:e.vfollowedbytheamedose
muwmmwﬁmmmm . :
cither required G 12 bours later; no third dose available

A I
It -

11
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Efm:acymxlbﬁumtheﬂoandKmluldyshowedhighamantbeexpecteu%uwofwcmncyin
bothlms.Disumionabommisﬁndingfouowshwinthisuview.m»onm'sublebdowﬂwwn
dhwwmpuisonofmeemucymuofthemlugewmueduidaNodiﬁmmobsaved
betmd:eptemncypnvemedﬁwﬁominthemmmm(mv:.S%)inlbeHondeun

. ' Efficacy Results, Efficacy Population

' ] WHO092908 | Hoand Kwan
Levonorgestrel
Number of women 976 f 410
Number of pregnancies 11 : 12
Pregnancy rate (%) 1.1% (0.6, 2.0) . 29%
Number of observed/ex ies 11776.3 8/19.8¢
Prevented fraction (%) 86 (74, 93) 60*
Yuzpe ) -
Number of women : 979 424
‘  Number of pre ies ) 31 15
‘ Pregnancy rate %, (95% CI) 32 (2.2, 4.5) 3.5%
‘ Number of observed!/ jes ' 31174.2 9/22.0*
Prevented fraction %, (95% CI) 58 (41,72) 59+

*Among 331 women (levooorgestrel group) and 341 women (Yuzpe group) who had reliable menstrual dates. Women who had
additional acts of intercourse were to have been excluded. :
t&pmpmdnahahuuﬁu mxu'swmuﬁdaqubchhay.-

treatment showed that shorter intervals were associated with lower pregnancy rates in both treatment

groups. In both studies, weight was not significantly associated with risk of pregnancy, but women who had
Mﬁondmbfmumwuhdmmmmeﬁskofmhnwmmdidm

4.0 WHO Pivotal Study 92908 .
4.1 Objective/Rationale R T T e
The objectives of this multicenter study were the following:

l.ToeonﬁmﬂwﬁndingséfHodem thntwodossoﬂevmmew.ﬁmggivm 12 hours apart
foremmcyeonmcepﬁonhveghenm.eﬁecgivma;.bmfcwaﬁdeeﬁmthmthe?mengim

ZTossesswhahathenmeeﬁecﬁvmeouwbeuhicvadifthepumissiblem&hybetm
mmmemofmmmmmnm :

42 Overall Design and Plan

b W
AR od

12




NDA 21,045 Medical Officer Review Levonorgestrel 0.75 g for Emergency Contraception

According to the original plan for the study, lmwmnuchofwmmﬁ&w
wnnmﬁonmmamm&mjwdmmmmwngwwﬁcMemmbe
recruited after informed consent had been obtained. Subjmmmbenllocmdnndomlymoneofthe

= Number of Subjects per Center per Treatment Group

Center Center No. Levonorgestrel Yuzpe All-Groups
Stockholm, Sweden : 1 49 . 49 98
New Delhi, India 6 - () 50 ' 100
Szeged. Hungary 8 39 39 - 78
Ljubljana, Slovenia 9 49 50 99
| Pittsburgh, USA 78 36 38 74
, Canada 170 .- 33 ... .]. 3. 63
Lagos, Nigeria 302 —_—50_ I s 100
Mandtest:r.Engand | 789 .. .. .29 K 29 S8
Panama, Panama ’ 1162 = | 30 30 60
Jos, Nigeria - 1195 S0 50 100
Shanghai, China 1326 50 50 100
Beijing, China ) 1378 50 50 100
Naniing. China 1423 100 100 200
Tbilisi, Georgia 1489 ' 50 - 50 100
Tianjin, China A 1539 50 ' 50 100
| Sagamu, Nigeria - 1757 75 ' 75 . 150
Northbridge, Australia 1983 39 37 76
Ulaanbaatar, Mongolia - 1996 75 75 150
Auckland, New Zealand 2008 22 20 42
Christchurch, New Zealand 2009 25 25 50
| Wellington, New Zealand 2010 50 50 100
TOTAL : 1001 997 1998

Afollow-upappoidunemwnsscheduledsevendnynfwtheexpecmdometoﬂhenenmﬁon. Ifno
' bleedinghadoccm'edby&uﬁmnmmm@&)mmuwfmﬁblﬁnghdm
pxtgmncywasprmedwbemledomclinicany.

A demled analysis plan was not provided in the original protocol. FHI states that they prepared the revised
analytical plan in February 1998, before unblinding the data. -

lnwcordaneeudmusudmcﬁcehthunﬂyxkofmnuﬁomsmdisinmmmdmﬁﬂm
mminthctwomupsmtobeeompuednotonlyintamofnwpmgmncymn(mmberof
pregnancies per lmwmuuted).bmlhohmofmndndnednmthtukeimmme
nnmbaofpmmnciathntwouldhvebeenupectadifmmmmhadbmﬁm The number of

, wmwaumwﬁmmmdmemhﬁwofmmdiﬂm
daysofthecyde(nsingthebixmandwmoxpmbubﬂiﬁs).

Pﬁmnynfuywmmdeﬁnedu&ehﬁdmofﬁdeeﬁmwis&emof
womcnreporﬁnguideeﬂ’ectwithinuvendnysofmmmgthcwul mmberofpuﬁcipamsind:e
Safety Population (the same as the sponsar’s Efficacy Population). O!hanfayocnnomutobemdyud
weretbepamngeofmbjemmedingmmdm.themmuddmﬁonofblaﬁngnm

R I
'l R o
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43 Study Population : .

Mlndusionnmi!‘xduﬂonCﬂmh
WWww&MymmxﬁMbﬁnﬁudldhfwomgz

. »  good general Bealth ™
®  ableto give informed consent. ' o

] mmungmpuymmuanmmnmmwmmdm

o whhonlyonemochoinis’dxﬂiagthzmmmﬂcydz

] willingtoabstainﬁumﬁmhamofnnprotemdhnaeomdmingthncydeormmacondom
.~ ordiaphragm if that were not possible )

*  bave a history of regular spontancous cycles (2442 days)

. womenWho}wendydﬁeéﬁﬁﬁuédhomnﬂmmﬁouuwhohdamubmionor
' -delivayshouldhavehadnleastonesponuneomcycleofnomallmgthbefomthemmcycle

‘o available for follow-up and living in the study area for at least the next six weeks
. wimngandablewpanicipanﬁqthesmdyhd been explained

Reviewer’s comment: The above criteria do not include any age limitation, and it is of interest that
two (5%) of the documented failures were in wormen 40 and 43 years old (both were from the Beijing,
China center). The criteria.of at least one spontaneous period since recent OC-use, abortion or

delivery does not assure a return to ovulation (and hence these women might not have been at risk of

pregunancy); the “regular cycle” window of 24-42 days is liberal, especially at the upper end.
Exclusion criteria: women were not to be recruited if any of the following applied:

. cmdypregumorbrustfeedmg )

. uscofhmmomlmed:odsofeonncepﬁondmingtheummzcyde

*  unprotected intercourse due to failure ofmebuﬁumahod(disphmxofdilphgn;xﬁppuge
or leakage of condom) when used together with spermicide

° nnsmtbomtbedmoﬂhelmmuudpuiod
. ueonnindiationwthemofuom'mdds

eoneemlng'thatpregmqmmtmﬂnely rnladontubmﬂmwlthamndmnynenun
pregnancy test. A bmﬂmudmpmnqtgﬂmdouhlﬂﬁ(&bﬂ%)of&ehhl””ﬁm;
wmmwmwmmmmtmnomamomm
Serum pregnancy testing done at baseline; 58 of these subjects represented complete enroliment at a
sole site (Panama). Thus, 46.3% of the total enrolled patients had no laboratory determination of
pregnancy at baseline. . :

v -
A W g
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Individual sites apparently interpreted this exclusion statement on their own without clear
instructions regarding what constituted a “contraindication to the use of exogenous steriods.”

4.5 Visits and Treatment Period

blockswdthiﬁxdblockﬁuofm?uﬁdmmﬁmgmﬂim&ons,adiuywdmeomplae
daily.lndarenn-nappoiutmnt(Vnﬁtz)fmnmximtdymwecklﬁameﬁmdnyof&drmw
mmac.AVisit3wnsdednledonlyiﬂhepregmncymofmewmnmminnwﬁtl

" " "Timeand Events
Visit1. .| . e e -4 - Visit2 Visit 3*
Enrollment Follow.up 1 Follow-up 2
Day1 12 Day2 | Day3.7 1 week after | 7 Days After
Hours | . . next expected | Visit 2
later menses
Informed Consent X
Enrollment X
Randomization X
Medical History X
Physical X Xe
Examination
| Pregnancy Test X X* Xe
Study Medication X X
Diary Card X ‘X X
Review Diary X X
Adverse events ‘

® If needed to resolve preguancy status.

Studypuﬁcipmtsinlhe'pwpasignednolevono:gsueltéedvedmdom.ncheonsisﬁngofone
0.75 mg tablet of levonorgestrel plus one placebo tablet, orally 12 bours apart beginning within 72 hours of
an unprotected act of intercourse. 'S‘nﬁy'ﬁa’rﬁcipimsintheYupepﬁupmdvedmdmofm

hours of the first.

hm:mmmmmemmnmmpmdmdy.hmwwmdrymnm
omofthefonowing:pdvicmminemmummdmblood(lum)h&amy.or
coll_ecﬁonofabloodnmplefwmngembeamlyzedifdpmmfomdwbemufolbw.

Ll I
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-~

Reviewer’s comment: Refer to the MO Table below for data on pregnancy testing at the two visits. In
general, 14 of 21 centers did some urine pregnancy testing at the entry (baseline) visit V1; limited
serum samples (17 %) were collected for future use if indicated. Nine of the women who were
determined to be pregnant at the follow-up visit (V2), however, did NOT have either a blood or urine
BCG result from their entry visit. This presents the possibility that these women were pregnant
befouenrolllnglntheuudy.nespomrdetunlned,hhd,mattonrmwmpmuuhe
time of the entry visit V1. h

Thefollowingllble.compiledbylhemediuloﬁeer.ﬁmnuthemin;mdblood(mm)mmymﬁng
,matmpuformduachmmdbommemxﬁnemﬂyﬁsim .

MO Table: Pregnancy Testing of Subjects
Treatment Groups: L-levomgnl and Y=Yuzpe
Center -# V1Urine | ViUrine | V1Blood | V1 Serum V2 Urine V2Blood | # of
subjects % Draw | Tested Tested IUpP
Stockholm 98 49L 49Y 100 - -0 ' 6L 4Y 0 1
New Delhi 100 8L 10Y 18 33L 36Y 0 2L 3Y 0 2
Szeged 78 28L 29Y - 73 -4 0 - 0 0 0 -0
Ljubljana 99 0 0 0 0 4L 2Y 0 0
Pittsburgh 74 34L 38Y 97 36L 38Y 0 OL 3Y 0 3
Quebec . - 63 -1 33L 30Y 100 0 0 3L 1Y AL 1Y 0
| Lagos 100 26L 31Y 57 9L 04Y 0 1L 1Y 0 1
Manchester 58 0 0. iL 02Y 0 2L 3Y OL 1Y 3
Panama® 60 1L 1Y 3 29L 30Y | 28L 30Y 2L 2Y 0 3e
Jos.»Nigeria 100 OL 1Y 1 16L 14Y 0 0 0 0
| Shanghai® | 100 | 25L25Y | so 0o 0. 2L sY 0 4*
Beijing 100 0 0 9L 40Y 0 IL OY | .IL oY 6
| Nanjing .1 200 | 99L 100Y 100 IL 01Y 1L 0Y - 3L 4Y 0 6
Tbilisi 100 | O 0 0 0 ' OL 1Y 0 0
Tianjin 100 S0L 49Y 99 OL 1Y 0 1L 1Y 0 3
Sagamu 150 1L 1Y 1 0 0 1L SY 0 1
Northbridge | - 76 39L 37Y 100 0 0. 27L 25Y 0 1
Ulaaribaatar [ 150 32L 33Y 43 6L 5Y oL 1 0 0 0
Auckiand 42 6L 6Y 26 0 0 : 10L 6Y 0 3
Christchurch 50 23L 23Y 92 0 0L 1Y 4L SY 0 2*
| Wellington 100 491 47Y 96 0 -0 " SL .SY 0 3
TOTAL 1998 | 503L/510Y | 50.7% | 170L/171Y 29L/32Y 74LS76Y 2L2Y 42

'Cmmwith«t%orhiahupresmncynm
m&emmmmmmnesvdthmmmuymdng
*Shanghai: the first S0 women had V1 urine testing, and then it was discontioued

Reviewer’s comments: The fonoﬁhg points can be eonduded based on the above t.nble:

b N Althoughmtpeﬁormedmhdy,pmnqtsﬂngﬂhnﬂnemumlydkﬁbnﬂm

. the Plan B (L) and the Yuzpe (Y) treatment arms, accounting for approximately 50% of the total
enroliment in the study. .

2. A nhﬁvdymnnmbuofmmudtormwomyoﬂmnumpmmq
tests: 8 of 21 centers performed baseline urine testing In greater than 90% of their enrollees.
Overall, 17% (341 of 1998) of the subjects, evenly distributed between the two treatment arms,
had blood drawn at baseline. These samples were saved for later analysis, but NOT used for
pregnancy testing. According the sponsor’s line listings, four patients (3 Yuzpe, 1 Plan B) were
actually pregnant at the time of study enrollment and thus were not uue'uuunenttaﬂnlgp.;_’l‘en
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of the patients (see the MO listing of pregnant subjects in the Appendix) who were considered
uuunenthﬂumnvmz,howuer,hdmbasdinehbonm:ymuontomhm
preguancy, '

4. Only one site, Panama, performed muﬂmmpmqtesdngltb&une.hw,
thmoﬂheglpaﬁentspmgmtulheﬁmeofmdy enrollment who nonetheless completed the
study, were from Panama. If all gites had performed rigorous baseline pregnancy testing, the
assessment of true treatment failures would have been more accurate. :

S. Only 7.5% of enrolled subjects (74+76 of 1998-—again evenly distributed between treatment
arms) had urine pregnancy testing performed at follow-up Visit 2. Only 4 subjects had serum
preglnncy'tsﬁngalvwznus,thehrgemﬂomyofdeudedpmndshthkmm

ries.

6. Dspite&ehctum.only“%ormbjéetslndelthernﬂneormpmmcymﬁngﬂ :
basenne,lndonly75%hadudnepmnqtsﬁngatVNtZtonow-up,khmmdngtonote
.Mwwmﬂumﬂdynndomhedbetwmlhetwom: tment arms.

bhCG assay on all participants; if performed, there would have been more accurate data on the true
pregnancy rates following the two treatments. A detailed analysis by the MO of all women in the
Pivotal Study who had “abno follow-up menses can be found on Page 26 of this MOR.

4.6 Evaluation Criteria

4.7 Withdrawal, Lost to Follow-up, and Compliance

Womenhadd:eﬁghttoﬁthdnwfmmthemdynmytime. 'lheproloi:oldidnoupedfyaiuiafor
disconﬁnuaﬁonofmbjeéts.lnuﬁsPivoalSmdy.uﬁthntwodoscmmfonone-ﬁmeevemandonly
onefoﬂow-upvisil.withdnwnlandlostmfoﬂowwwuzcomidaadthcsmem!‘heﬁnﬂmmy
mmswasmhowninonly43(22%)ofthemucdwom.zsofwhommecivedmnﬂmdlaof
mmmmuvm@mmmmmwm"wmmndumm
of enrolled subjects.

Amdingmthemwookhom.mbjmmﬂdbemddndadﬁnmtbe"?efeaUnPopuhﬁon‘
analysis if one or more of the following criteria applied: -

. memofmmiﬁagdmingmm

o menmdnmeofpmaipqmd:updminglhemofthemuy . e

e -
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) memofmdmpmmemmuxtndmefolbmvki«s

e  further acts of intercourse | )

® any violation of the study protocol .

®  lack of esseatial data from the subject’s recards making it impossible to judge treatment outcome
'l'hus.thc‘?afectﬂsePopnhﬁon"wmnhmdlu.inﬂuﬁng:ﬁﬂtﬂymmmofhmjeas
enrolled in each treatment arm (Plan B 574/1001= 57%:; Yuzpe 583/997= 58%).

4.8 Sponsor’s Efficacy Analyses

ruptured condom). Distribution of the day of intercourse relative to ovulation was similar between groups
within each study. hbommdis.lhedimibuﬁonmsskcwedmbthtmmnhadinm
before ovulation than after.

Baseline Characteristics of Women, Efficacy Population *

Pivotal Study . Ho and Kwan
’ Levonorgestrel Yuzpe Levonorgestrel Yuzpe
| Mean age in years (SD) 27.3(7.0) 27.2 (6.8) 27.0 (6.4) 26.6 (6.7)
Age, vears n, (%) N T R Aty RN o
25 444(455) | 470(48.1) EEpEsriNRES o mEiey T
26-35 387 (39.6) 367 (37.5) MR aRfesisEo e Spmav R
>36 145 (4.9) 141 (14.4) ESipeL stpd ik st e
Ethnic Category (n, %) |
White 211 (21.6) 214 (21.9) DI Ry R i
‘White Pacific 128 (13.1) 123 (12.6) S T A e
Black 174 (17.8) 175 (17.9) WFaszenres i s ARy
Mixed 142 (14.6) 145 (14.8) [RpiinCuzegarng s vty e g
Chinese 321 (329) 322 (32.9) |- 410 (100) 424 (100)
Mean cycle length in days (SD) 28.9 (2.4) 28.8 (2.5) 30.9 (6.7 30.5(4.5)
| Previously pregnant n, (%) 633 (64@ 619 (63.2) 171 (41.

Previous use of emergency 203 (20.8) 227(232) Taa e
contraception (%) TGy
Reason for requesting
emergency contraception
No method use (%) 549 (56.3) 545 (55.7) (39.8) (462) -
Method failure 425 (43.5) 431 (44.0) - (46) (50.2)

°mmhmmhum.

Reviewer’s comment: There were 500 women enrolled at the four ceaters in China. The sponsor’s
ethnic numbers above include 321 + 322 = 643 Chinese, because they connted the 150 women from
the Mongolian center as Chinese, Emergency contrsception may have less efficacy in Chinese

women; this issue is discussed later in this review. S R
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lnuchsmdy.thetwogmupsmmoﬁmﬂuhtheﬁmingofhuucommdmmncdvéd. Inthe
HmmSmdy.jmtmdummMmmmwi&inuMaﬁumwmhthcﬂomd
Kmmﬂy.dmam&imdidw.mﬁmemdynhoemwpomﬁdMﬁomm
emuqnnMuvaﬂoMﬁchkayofmwhm«thdpuuMaddiﬁow
lcsofinwmmmmhnequmfamywnnwpﬁmbdyweighgmdbodymm In
bommmentmwmwhom:ddiﬁonﬂmofimmmhdmmwieeﬁwﬁskof
pregnancy than women who did not (p=0.003). , one of the interactions between any of these
mmmt'mmmlyﬁgﬁﬁmiuﬁumm'smm A

Stmiﬁedlnnlysisbyageshowednoeﬂ'eaofageonthcﬁskofmm:cy(p=0.6).lndnoinmuion-——-
wmageﬂmmmw.hﬂy:kmﬁﬁeﬂbymwmnmtuwmmwmtm
mtsbonainmdsmusocimdwithlowerpregmncymesinbmhyoups(puo.m).nminthe
sponsor table below. . ) -

Efficacy Results Stratified by Time Interval Between Intercourse and Treatment
' ‘ Sponsor Efficacy Population

Interval between intercourse and treatment
< 24 hours 25-48 hours >48 hours

Pivotal Study (WHO/HRP Study 92908) Efficacy Population
Levonorgestrel ‘

Pregnancy rate, % (95%CI) 0.4 (0.1, 1.6) 12 (0.3, 3.0) 2.7 (09,6.1)

Prevented fraction, % 95 (81,99) . 85 (61,96) 61 (9.87)
Yuzpe

Pregnancy rate, % 20 (09.3.7) 4.1 (23,6.6) 4.7 (1.9,94)

Prevented fraction, % 77 (56, 89) 38 (0.66) 38 (-28,75)
Ho and Kwan
Levonorgestrel ' o ‘

Pregnancy rate, % : 18 3s NA*
Yuzpe -

L___Pregnancy rate, % 14 4.6 NA® |
) -mmmmwmmmnmmmmmam

Reviewer’s comment: Higher pregnancy rates were clearly noted among wouﬁ who delayed
the treatment for two or three days after intercourse. This finding is biologically plausible: the longer

Population Definitions:

= : genined four populations © RI0LIeA DA
1. Recruited Population (1,998 women):

2. Eflicacy Population (1,955 women): All participants in Population 1 above except those 43
womfmwbomﬁmlmmmymmmbown

3. Eligible Population (1,855 women): mmﬁmmwmzmwmxw
- women with the protocol violations listed in the table below:

4. Perfect Use Population (1,157 women): Al participants in Population 3 above except those 698
wmwhomdthemmimpafecﬂy.deﬁwdinthenblebdm

B WV
R B0
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| Sponsor and MO Comparison N
Number of Women in Each Analysis Population, by Treatment Group
. Pivotal Study 92908 MO Evaluation
Population . PLANB™ | Yuzpe Pl_.AN B Yuzpe
o N N "N _ N
1. Recruited Population - 1001 997 1001 - 997
2. Efficacy Population | 976 --| 979 975 975
Includes all in Population 1 except:
Final pregnancy status unknown® 25 18 25 18
3. Eligible population ~ 933 92 R e O
Includes all in Population 2 except:® :
Pregnant at admission 1 3
Non-evaluable at admission® 0 0
Pregnancy status unknownat :- 2 3
admission CER S
Initiated treatment more than 3 2
72 hours after intercourse b A g o b v PN EEIVERT
Menstrual cycle not 24-42 days 7 8 [ SNOchecked? 3 AN checked P
Hormonal contraceptive methods .0 1 ; L 8
during cycle before enroliment
Used condom with spermicide at 31 42
the intercourse act prompting
request for emergency
contraception 3 il :
4. Perfect use population 574 583 g ::, ed gi‘ﬁ&,f&f@ém
_Includes all in Population 3 except:® R P R
Failed to take second dose of 3 4
study drug within 24 hours after '
the first dose®
Used drugs during the study that 14 7
could affect efficacy
Had intercourse between as1 334
ldmission and the next menstrual ~
period. :
Reviewer comments:

*This more accurately should state: NO follow-up visit 2.
'Somewomenhldmethnnommsonfwexclmion. :
‘nemdiwoﬁiwfomdmmmwm&nmmmmnmwmmdadmm
at baseline by the sponsor .
’Pmtocolclarlymthnthez"dmmmbenmIZhM.ngmumhdtmm
:lose.bmmoﬂbsewnmmﬁomthelm.mmm
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Of the 37 MO fallures, 21 (S?%)hdhumumaﬂnmebmunevﬁtu&befoutheww
Wuﬂoiltkmmm&hm.mtmecvmnpwnmmdpmq
prevention fractions in the non-perfect use populations were almost identical to those in the Perfect
Use Population. ‘

Efficacy Population: _

mspom'sEﬂi&qPopnhﬁmwmemimuydﬁacyanﬂdemuhﬁoumMﬂJﬁmm
basiallythel‘l‘r(im-to-m) popuhﬁonmixmlhcﬂwomwhomlostmfollow-up. Results
reponedmulaﬂawdusingthemacykpnhﬁonmlmothuwisupeciﬁei Baseline characteristics
ofparticipantsmnmmﬁzedfoﬂhispopuhﬁon. Semdaryeﬁucynﬂymmpefomedming
Populations 3 and 4. WCC'spmpoaedhbdingmdeefﬁacydaimsbuadmmePafeaUsePop\m&on

Reviewer’s comment: The only difference between the sponsor’s Efficacy Population and the MO
“Evaluable Population” is that the MO eliminated five additional women from the sponsor’s Efficacy
Population. The five women were determined by the MO to be either pregnant at baseline (subjects -
078-26, 1162-03, and 1162-44) or not pregnant due to the unprotected intercourse for which they

took the study treatment (subjects 06-96 and 789-36). Thus, the total sponsor Efficacy Population
(9764979 women) and the MO Evaluable Population (975+975) differ scomewhat ™

'l'heloWerone-sided95%conﬁdenéébmmdmmdthenﬁooﬂhéodd$bfpmxmncyintbe¥uzpemup
to the odds in the levonorgestrel group was 1.53. Tthreslow-Daylstofbomoguﬁtymsscenm
showed no difference in odds ratios between centers. Since the lower confidence bound was greater than
0.5, levonorgestrel wasdeemedtobeneﬁecﬁvensthehuperegim The fact that this bound was
greater than 1 was considered by the sponsor evidence that levonorgestre! was statistically more effective

A total of 42 pregnanciuocamedinthe:pomor'sﬁfﬁucy?opulaﬁom 31 in the Yuzpe group and 11 in
the levonorgestrel group, which gives crude failure rates of 3.2% (95% CI12.2-4.5%) and 1.1% (95%
C1 0.06-2.0%) respectively, and a crude relative risk (RR) of 2.81 (95% CI 14-56).

A comparison of the ive i inﬁte:pbﬂsﬁr’sﬂﬁcuyl’opnhﬁonmdthe
MO'sEvnluablePopnhﬁoniswenmthefoqungnbl_e: - R

Comparison of Sponsor and MO PEEEEZ Rates and Relative Rlsk ‘
Crude rates and relative risk

Sponsor Efficacy
Population
Group No. of
subjects
Pregnancies | (%) 95% C1 RR 95% C1
L U L U
Levonorgsn'el 976 11 1.1 06 | 20 1
Yuzpe 979 3! 32 22 | 45 2.81 142 | 556
MO (Medical Officer) Crude rates and relative risk
Evaluable P, ulation
No. of
Group subjects .
Observed Rate
Pregnancies | (%) 95% C1 RR 95% C1
L U L |'U
.| Levonorgestrel | 975 10 - 10 1 05 | 19 1 _
1 Yuzpe 975 27 28 118 140127 [131]552]. .
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Reviewer comment: In the sponsor’s Efficacy Population the medical officer eliminated S pregnant
women as non-evaluable for the detailed reasons listed below. Thus, the sponsor bad 42 pregnant
subjectsmdtheMOhadonlys'l.'l‘heeompleteMOIkungandlnﬂydsofmeawomeu who were
pregnant during the pivotal study isfonndlnlhbleformuttheendoﬂbbrevkwhtheAppendk

1. New Delhi patient #06-96: This womsn started her menstrual period on 2/26, had unprotected
intercourse on 3/3, 13 days before expected ovulation, and the sonogram showed a 3/19
conception date. She had four episides of intercourse after she took the study medication. The
likelihood that she became pregnant as & result of a fatlure of the study medication is virtually
uro.‘l'hus,sheshohldggbeeoumedlslmdyhnnm

Pittsburgh patient #78-26: had a positive serum hCG test at the baseline admission visit.
Manchester patient 789-36: had unprotected intercourse 10 days before expected ovulation, took
the first dose at 140 bours (almost 6 full days) after intercourse, and had two further acts of
intercourse later in the same cycle. No baseline Iabs were done and DO sonogram was performed
confirming the probable date of conception. Thus, she should pot be counted as a study failure.
4. Panama patient #1162-03: had a positive serum hCG test at the baseline admission visit.

s. Pmmpaﬂentlllswzm.podﬁnmhccmuhsdhudﬂslouvmz

wp

Also of note is that fact that the sponsor considered Panama patient #28 as:pregnant at the baseline
visit because the pregnancy test was supposedly positive, and the investigator thought that
conception occurred on 10/22 by a later sonogram evaluation. After careful review of the CRF, the
MO determined that the subject’s:last menstrual period started 10/22, that unprotected intercourse
on 11/7 occurred at the time of ovulation, and the later sonogram confirmed conception on

- approximately 11/4. The serum hCG drawn at the baseline visit on 11/8 was not performed. Thus, the
MO considered this as an evaluable patient who became pregnant at the time of the entry visit and
who should be counted as a study treatment failure.

The expected number of pregnancies was 74 and 76 bydleDixonmethodhﬂxeYuzpemdintbe
levonorgestrel groups respectively. The expected number of pregnancies divided by the actual number of
pregnancies is called the “prevention fration.” Thus, the prevention fractions were 58% (95% CI 41-72%)
and 86% (95% CI 74-93%), respectively. When using Wilcox-r probabilities, the results were almost

A comparison of the prevention fraction of the sponsor's Efficacy Population and the MO's evalusble
- population is scen in the following table:: - -

Comparison of Prevention Fractions

Sponsor Efficacy Population
Treatment No. of No. of # Expected | Prevention 95% C1

Group Subjects | Pregnancies | Pregnancies | Fraction (%)
Plan B 976 11 76 86 (74, 93)
Yuzpe 979 31 - 74 58 (41, 72)

Medical Officer Evaluable Population -
Plan B 975 10 76 87 (77, 94)

I Yuzpe 975 27 74 64 52, 74

22

Reviewer’s Corament: In the MO Evaluable Population there were a total of 27 pregnancies in the

Yuzpe group and IOhthelcvonoxtsmlgmp.UdngtbeDhonmethodtodmhtethupomr's
expected number of pregnancies in the sponsor’s
were 47/74= 63.5% (95% Cl 52,74) and 66/76=
100-63.5/100-86.8 = 36.5/132 = 2.77.
for the Eligible and Perfect Use

Efficacy Population, the MO prevented fractions
86.8% (95% CI 77,94) respectively with a ratio of
The MO did not attempt to calculate additional sets of valnes
Populations that are discussed below. .

c sy -
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(’ : Eligible Population: _ _

-~ Amang the 1,855 women in the sponsor's Eligible Population (women without protocol violations listed ig
lhcnbleonpaaezl).ﬁpugmndaocumadintheYuzpegmupmdBinmelmnorgmdm. The
mmmththmmﬂmhMmmﬁmmzsmommpﬁvdy.
andthenhﬁveﬁskmzswithn%%eonﬁdminuvd(l.a.m.

Reviewer’s colmn;nt: Discussions with the FDA statistician David Hoberman have pointed out that
the shortcomings of the spousor’s assertion that superiority was clearly demonstrated include:

<& themnonnnnumberofpmndu
0: ﬁem&@mmaww(uoppmmmormpmqw
. @ the fact that this was a single trial '

% lﬂherewmnsfowusﬂvembedpmda.hlhel’hnngronpoﬂheMOcvduble
population, then the difference in the two treatment groups would not be statistically significant.

< 'meﬁomkmmdydmmmdmidlﬂmhwe\pmqm

Perfect Use Population:

Among the sponsor’s 1,157 women in the Perfect Use Population, 11 pregnancies were noted in the Yuzpe
group and 5 in the levonorgestrel group. This gives crude failure rates of 1.9 and 0.9% (95% CI 03-2.0%)
O respectively, and a crude RR of 2.2 (95% C1 0.8, 6.2). In the Perfect Use Population, 89% of expected
( T pregnanciesmprevenmdbylevomesuﬂusingﬂmbixondeﬂcoxmﬂhodswstimmupected
pregnancies. For the Yuzpe group, 76% (Dixon method) or 74% (Wilcox method) were prevented.

0.9% respectively. The relative risk was 2.2. The 95% confidence limit around the relative risk (0.8,
6.2) did not exciude 1, indicating that in this Perfect Use Population, the levonorgestrel regimen was
not mﬂsﬂen_lly more effective than the Yuzpe regimen. :

- ey P
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Chinese Population:

ThafollawingMOublenkseolleedvedmﬁomthedﬁnuemdmn—&immbjminthewno
pivouluudylndaepanmitmthemmmmnespomwMOdiffu-eneeinmennmbu-of
carolled mhjecuisexplainedinmenview'smmbmﬁomtheﬂondxmmﬂy(lw%of
mbjwum&inue)inlsolimdforcompaﬁmnmdm;.

ComplrhonofChheundNo;-Chheeanon

Sponsor Efficacy Population- Pivotal Study 92908

Ethnic group Treatment # Subjects # Pregnancies | Pregnancy Rate %

Chinese 321 5 1.6%
' Levonorgestrel .
Non-Chinese 658 6 0.9%
Chinese 322 . 4 43%
Yuzpe :

Non-Chinese - | 657 17 . 2.6%

MO Evaluable Population- Pivotal Study 92908

Chinese o - 246 s : 2.0%
"Levonorgestrel :

Non-Chinese 730 L] 0.7%

Cl'zlnsc 247 14 57%
Yuzpe

Non-Chinese ) 732 13 1.8%

X Efficacy Population- Ho and Kwan Study .
Chinese (100%) | Levonorgestrel 410 12 29%

Yuzpe 424 15  |ase

levonorgestrel arm (2.9% vs. 1.1%) and in the Yuzpe arm 3.5% 5. 3.2%). These facts suggest that
bothl’hnBmYmmMotemenmupﬁonhvelsmqth&mm
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Efﬁacyl’opuh&on.mdﬁthomit.itwouldhnvemvenwd&%. This finding reflects the fact that
vomitingisuneommoninwomusingthePl.ANB“'ngim.mdconsequeuﬂyonlytS%ofMy
Mdmhmlwmmﬂmmkmemdmbrmmwmmmuwem
doseimpmiaefﬁucy.mdgiveqlheﬁq_;hnindusionoftheexmdosecompliamdnmgim.mdmy )
mmhinauudpomﬁnfmnﬁmmesmmmmmmmkmdwmtbeindudedmm
mposedmuudwodnamrmwopoudhbdm&

Reviewer’s comment: The MO agrees with not providing an extra dose of Plan B for the proposed
commercial product. The label should advise, however, that consultation with a healthcare provider may
be considered in cases of vomiting that occur within one (1) bour of taking either dose of PLAN B™,

Amdmgmmemﬂywml.ﬁzmdmofmﬂymmwmbemm 12 hours after
theﬁrstdose.Ahtcseconddosewa’sukmbysﬁ(tM%)ofthe l.”sWhmemﬂy.Semtyofthse
86wmenmumelos.Nigainﬁw(mumtof”)mdlndinmdsbetweenthemdmof --
yututhmlBhomeeothu.leommﬁomlZothesim.:onlne:econddosewasvuy
uncommon except at the Jos, Nigeria site.

Reviewer’s comment: Of importance, is the fact that there were po fajlures among any of the 86
women who took their second dose 2 6 bours later than instructed. All 37 fatlures (pregnancies) in
the MO evaluable group took their second dose 11-12 bours after the first dose; 4 of the failures (]
Yuzpeand 1 levonorgenrel)llsomknhk'ddoseofmdyw

4.9 Sp&hsdr Safety Ahalysis and Reviewer’s Comments

All 1,956 subjects in the Safety Population (same as the Efficacy Population) who reported safety data were
included in the sponsor’s safety analyses. Only 4.8% of enrolied women in the levonorgestrel group
received a third dose to compensate for vomiting, resulting in a potential total dose of 2.25 mg. More
women (9.1%) took a third dose of the Yuzpe regimen. Because of confounding, adverse events were not
analyzed by total dose received, (e.g., womonlyreceivedthethirddmahuvomiﬁng.soitisunhnwn
whetherathixﬂdoseeomdimasevomiﬁng). No subject took a fourth dose of either treatment.

Achecklistofadvmeevmmdmsuuﬂevcnmwupmvidedonthembjeadhrywd. The checklist

was completed daily for seven days after enroliment. The list included nausea, vomiting, headache,

4 Mmﬁﬁmhm%mglownwm&mw.m"mmm
bleeding. Additional comments were written on the CRFs. Wmmmmediulminclmﬁng

ﬂ\e“oﬁxu"adve:seemuinmldaubueforcodingmdiulm The database was coded at FHI

according to COSTART terms to group events by body system. Information about severity and seriousness

ofthmadvaueventsmnoteoueaed.'rhcmordingmnimplcyalnofora:hm

Common Adverse Events (AE:):

Themawmmnadv&wmimludedmmﬂcbmgs.mdmpeciﬁcmmpm
Overall, fewer events occurred inthelcvm-gmelmupthminlbe\’nzpem. A significantly lower °
wmmofmmh&levmmdmw“mﬁn&dm«ﬁﬁmm
to the Yuzpe group (see table below). Fewerwomupumdhuduhemdlowlbdomimlpnininthe
levonorgmglm.

A T
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_Adverse Events in >1% of Women, by Body System

Body Systenv Levonorgestrel " Yuzpe
Preferred Term N=977 (%) N=979 (%)
B“y. Whole
Abdominal pain 172 (11.6) 205 (20.9)
[ Fatigue® 165 (16.9) 279 (28.5)
= 1 Flu syndrome 10(1.0) 9 (0.9)
Digestive .
Nausea* 226 (23.1) 494 (50.5)
Vomiﬁng: 55(5.6) 184 (18.8)
| Diamhoa - .-—.. . 49 (5.0) 64 (6.5)
Nervous
Dizziness® 109 (11.2) 163 (16.6)
Headache 164 (16.8) 198 (20.2)
Urogenital
Breast tenderness 105 (10.7) 118 (12.1)
| Bleeding more 133(138) | 16022)
| Vaginal hemorrha 10 (1) 12 (1.2)

*Significantly lower in the Levonorgestrel group -

“Reviewer's comment: The data support the sponsor’s claim that the incidence of nausea, vomiting,
dizziness, and fatigue were significantly less (p-value <0.01) for women using levonorgestrel than for

estroﬁen (ethinyl estradiol) in the Yuzpe regimen. It is also supported by the fact that similar findings
were confirmed in the earlier Ho and Kwan study comparing the identical two treatment arms.

Common Menstrual Events Following Treatment:

The mean duration of bleeding in the next menses was 4.7 days, the same in both the levonorgestre] and
Yuzpe groups (SD 1.4). The percentages of women with an amount of bleeding less than normal, normal,
mdmorethannmmalmmmdmostidenﬁwinthetwogmups(p-csm). Approximately 75% in
bothgroupshadmamoumsimilumma!m u-IS%hdmmm:mthmwmﬂm.
and 12% had bleeding less than normal. For both groups combined, 13% of women had a delay of more
than7daysbeyondtheamicipmedonsetofnenmm; l4-l$%hdadelayof3-7days;57%hadmenss

mwithianny:ofﬂ:eexpemdday;md lS%hadmonseMJdnysurliuthnupeaed(seeuble
below). .

Change in Timing of Next Menses

Sponsor Safety Population, acludﬁgjmw women

Timing of menses relative to Levonorgestrel Yuzpe

| expected date __N=966 N=949

N % N %

No menses 2 02 1 0.1
>8days Inte n7 | 121l | 132 | 155
37daysiate . 144 149 134 14.1
2 days late 10 3 days early - | ss9 $§79 | S38 56.7
4-7 days early 1 141 14.6 142 15.0
Missing ' 5 03 2 02.

e W 2 d
v e
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Reviewer comment: The MO reviewed data from 853 women who had at least one of the following
findings at their follow-up visit: 1).duration of next menses of <3 or >6 days; 2) bleeding less than or
much more than “normal,” or 3) bleeding NOT within +/- 4 days of the next expected menses. The
mnnfortheuquslednsunglsthnnyoneoﬂhseﬂndhgsmlgmbemodnted with s treatment
failure (pregnancy) and symptoms associated with a threatened or inevitable early miscarriage.
'l'herewnsl!tﬂeconﬂmtprynrheorummhccdlhonthhhrgemhsetofwomn.sothe
sponsor’s assumption wuthnthcomuotnymmmlbladhgm-bdhﬁnotm(h,m
pregnancy). - T )

TbemntsonheMOnﬂydsfmmlhedhuoiM@womwithq“abmml"uﬁm
showed the following:

1. There were 433 women who took levonorgestrel and 420 who had the Yuzpe regimen; the MO
' analysis agrees with the sponsor’s statement above that the percentages in each of the categories

were almost identical in the two groups (levonorgestrel vs. Yuzpe).. . ~

2. 235 women (12.0% of the 1955 women in the Efficacy Population) had >6 dsys bleeding, and 42
women (2.1% in the Efficacy Population) hsd &3 days bleeding. —-

3. 240 women (123% of the 1955 women in the Efficacy Population) had bleeding Jess than normal,

- and 40 women (2.1% in the Efficacy Population) bad bleeding much more® than normal,

‘WommeouldmrdonthzdaﬂydhryardMtbdrbkedingwasmouthnormchmre
than normal. The MO requested data only for women with much more than normal. Hence, the
sponsor’s finding that 12-13% of the women in the study had bieeding more than their normal
menses would include all women with both more and much more blieeding than normal

4. 426 women (21.8% of 1935) had their next menses >4 days later than expected, and 160 women
(8.2%) had their menses >4 days eagljer than expected.

5. The most important finding is that there did not appear to be any obvious differences between

treatment arms regarding the data concerning menstrual bleeding patterns at follow-up.
Serious Adverse Events -

One death occurred during the study. Subject 004-Z from Jos, Nigeria died of meningitis two weeks after
enrollment. Mhmwmmmmmwwmmuﬁmmﬁw
nesubjectmanywoldmmn.mvidaz.pml.aboxhl.whohu!nemusedemgmcy
oomccpﬁon:homva.shehndusedordlndinjmblecom:ccpﬁonintbepast. She was admitted to the
study after unprotected intercourse. Shedidmthveapdvicuamimﬁonupremmymonmumem.
nor was a sample obtained for a retrospective pregnancy test. She was not receiving any concomitant
medication. Shemeivedoudoseoflevonorgmdaﬁuadmisiontoﬂxcmdy. There is no additional
information because she died before her scheduled return visit. : :

Reviewer’s comment: ﬁeCRqumkwedndltdld not appear that this death was related to the

studydmg.Menlnglﬂsepldem!cmcomnlnNigerhmdIhemunmduthwasmostllkdy
related only to the serious infection. -

Pregnancy

Faty—twowomwuefoundlobemmlﬁzmm mm'smpecﬁwhmm
revenledthatfowoﬂbe42mdmdymumﬂmhﬁnmmm.mmxym

_at admission was unknown. All pregnancies were intrauterine. Five of the 42 women continued their

mcgmncieswithwmﬂowwhiklheot!moptdlpmmimlhemm. Outcome of
Premmymemmﬁdedh&eNDAMmmmofmminllmﬁshm
meivinglevonargstdinlhepivonlmldywinmyonhediniulsmdiuorlitumedmdintheNDA.
Reviewer's comment: ’I'heMOtgneswuh thetpomor’s conclusion thtuilncrened l'kkof

congenital anomalies among women for whom the treatment falled or women who might
take the drug after they are already pregnant is very ualikely. The proposed labeling for this product
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does not recommend routine pregnancy testing prior to initiation of treatment and is considered.
reasonable by the MO. . ‘

Ectopic Pregnancy Risk

Wcmhsmmdmmymﬁmbm.hmofmk
pregnancies are sparse. Theydonouppwwoecmmoriinwommingmgmymmpﬁonthmin
the untreated population. Theconuolledandunconmueduialshavebecnnviwedmdnmuindbyuw
spomrfw;iossibleccwpicpngnmIfectopicpugmnciesmudinuptol%ofpregmncisas
predimcdbythelimm(Mchnlmxwmhwcwdmmmgopicmmmm
five studies conducted by WHO/HRP. None were observed. Among the 30 pregnancies reported in

30 other small studies of levonorgestrel 0.75 mg, no ectopic pregnancies were reported.” One ectopic
Ppregnancy is noted in the literature. W&iamunpﬁngloobminlcopyoﬂhiswsswmmdy :
tépon(}!elényi).WOCcomludesthnthaaappwsmbeminauseinthemeofecwpicpmgmncymu
moflwommudfmmgmymﬁonmdmmmmummymwminm
proposed product labeling.

Reviewer’s comment: Although no ectopic pregnancies were reported in the five WHO/HRP studies,
the number of overall pregnancies reported is small (only 39 levonorgestrel failures with 23 unknown
outcomes, 12 pregnancy terminations, and 4 normal births). A word of caution in the label would be
prudent, since the studies performed were not powered to detect any increased risk of ectopic rates,
and since progesterone only contraceptives include such a caution statement for this class of drugs.

Concomitant Therapy

‘Women on continuous treatment with a prescription drug were not necessarily excluded from participating.
The type of medicine was the determining factor, but guidelines were not explicit in the protocol. Listings
of all subjects receiving concomitant medication were provided. . 4

One subject received levonargestrel and carbamazepine (Mazetol) concomitantly and did not become
pregnant. Other concomitant medications reported in the levonorgestrel arm of the clinical trial included
broad spectrum antibiotics (including tetracycline, sulfonamides, doxycycline, penicillins, cephalosporins,
anti-malarials), analgesics (including paracetamol, ibuprofen, aspirin), beta-agonists and inhaled steroids for
asthma, prednisolone, thyroxin, iron, decongestants, guaifenisin, propranalol, insulin, and Chinese herbal
remedies. Additional doses of hormonal contraceptives were also noted.

Theoretically, the effectiveness of levonorgestrel may be reduced in women receiving long-term therapy
with hepatic enzyme-inducing drugs such as the anticonvulsants phenytoin, carbamazepine, and
barbiturates, and the antituberculosis drug rifampin

Otberonleonmoepﬁmhvebwnsbownwduthehmdaofcommimﬂyldminimaddmgs. The
clearance of certain drugs undergoing oxidation, such as benzodiazepines (chlardiazepoxide, diazepam),

of levonorgestrel would haveanyeffeaontheuﬁmomﬂmymewboﬁmofﬁubovemﬁomd
drugs. (Back) - . '

Reviewer comment: The MO sgrees with the Sponsor’s comments. Concomitant medications should
not be a contraindication to taking PLAN B™ for emergeacy contraception unless future data
demonstrates otherwise,
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McCann wrote an extensive review ('94) of the clinical safety literature on behalf of the FDA to
support new labeling of progestin-only contraceptive pills (POPs) and then updated the review (*98)

forMWLAmomemmmmwmww

_ BOPs follows from the 1994 and 1998 reports by McCann:

¢ Cardiovasailar: bloodpnsnrelsnoulundnndrmgofCdenuhnotlnm

® Gl organs: does not appear to be associated with liver, gallbladder, or inflammatory
bowel disease

¢  Ectopic pregnancy: up to 10% of pregnancies in POP users are ectopic, but their
incidence of ectopics Is no higher than &mong women not using any oral contraception

e Congenital anomalies: there has been no reported associations

Lactation: no effect on breastfeeding performance, either in the quality or quantity of

the milk or risk to the infant

Menses: irregular bleeding is common

PID: may be decreased 4

HIV: the effect is unknown

Metabolic: lipid metabolism is negligibly affected. Carbohydrate metabolism is sometimes

slightly altered. No effect on bone density. No association with thyrold disease.

Neurologic: reduce the likelihood of seizures .

Hematologic: no effect on coagulation factors

®  Cancer: may provide a modest protective effect for endometrial and ovarian cancer

4.10 General Safety Conclusions

Safety data from more than 15,000 women in studies of various doses of levonorgestre! for emergency
contraception, occasional postcoital contraception, or routine postcoital contraception showed that
levonorgestrel, taken posteoitally, is well tolerated. Altogether, the NDA provides clinical data on women
from 29 countries. The data in this NDA represents the bulk of literature and unpublished study reports
found as a result of an extensive literature search. The literature search did not uncover any serious adverse
events, and the side effects reported were consistent across the studies. Furthermore, no serious adverse
events have been reported fmmthreeongoingsmdiaoflmnorgauelorﬁomixﬂodmuinkof

mcmostcommneomplﬁminmuﬁnepomoinlme.mdmnppmuywddse-rdm Menstrual
dismrbancssbouldnotbenfactorinuseoflevonormdo.ﬁmgfonhepmpoudindiuﬁon.lhuis.for
oﬂe-ﬁmeemagencyeomeepﬁon. .

Withmpxtmpmgumyommms.meﬁmmnnﬁewng&mmhﬁonbamp«mim
levonorgumluselndmincreasedﬁskofeaopicmgmncy.ﬂthoushdﬁsislcomwithmgesﬁn-
only oral contraceptive pills. Thmwaemtepmuofeonguﬁullbnmmﬁﬁsmgwmfawhom

' theﬂuununfaﬂdmmmmimkedymuedhmﬂiswhomdvedthemmufumeym

already pregnant. Becammueismmsonmbeﬁevemnmmmwomuﬁngthemwnd
tiskhamwadevdopingfeus.mewoposedhbdingfathepmdwdoesmtmmmdmdne

. pregnancy testing prior to initiation of treatment. Nopngnancylmwiubepachgedwiththepmposed

product.

bmgmdmwd!wbymm&hhgemﬂﬁm.hmﬁomlnﬂy. Nauses,
wmiﬁng.dininss.lnd&ﬁgmmmucbl&mninwmwbomﬁvedkvmm The
reducﬁminmointaﬁnnsympwmmyhveﬁdﬁmedqompﬁmwimumwnb
ndmmtedbythemdmﬁoninﬂwmdfoiuhirddose(&a%oflevonorgmﬂmvs.m&of
Yuzpe users). Othuadmcvemmleuwmmninthcmnsipedwlemwmd.hmm
differences were not significant mﬁmewmmﬁonofmuwenuﬂ:epamofhledingm
similar for women in the two treatment groups. ‘
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5.0 Labeling

mmmwmnwmmmmmwmmmumgwbym
Division was based on a composite of the following labels and documents:

Proposed PLAN B™ label .
FDA labeling guidance for progestin-only oral contraceptive pills (POPs)
Micronor® tablets labe! (POPs category with 0.35 mg norethindrone)
Ovrette® tablets label (POPs category with 0.0375 mg levonorgestrel)
PREVEN™ Emergency Contraceptive Kit label (ECP category)

This medical officer review: concerning efficacy and safety

ThesponsorwnconuctedandsenucopyottheFDAmmedhhcldm'inglheweekofMly 17-21, and
: furﬂ:erchangeswaemadeaﬁudiscussiomwiththespom.'l'heprimuydiﬂicu!rywiththehbclwnlhe
fact that this i (S XK A that is & progestin-only fo CINCIRENC)
mm.monlyamvedpmdwfmmexy nraception (approved in September 1998) is a
combination of an estrogen (ethiny! estradiol) and the same progestin (levonorgestrel). Multiple labeling
negotiations with the sponsor occurred during this NDA review. Labeling submitted by the sponsor on June
22, 1999 was considered acceptable ss the final printed Iabel.

6.0 Reviewer’s Discussion and Overall Comments

LA W~

It is clear that Plan B™ (progestin-only regimen of two doses of levonorgestrel 0.75 mg) is effective and
safe for emergency contraception. The comparative Ho and Kwan study of ~900 women in Hong Kong
presented data demonstrating similar efficacy for the two-dose Plan B compared 1o the recently approved
two-dose Yuzpe regimen. WHO Study 92908 with 1998 women showed statistical evidence of superiority
of PlanB overYuzpe.theinwpnuﬁonofwhichislimiwdbylheuial design issues as discussed in this
review. Both studies demonstrated statistically significant less nausea and vomiting with Plan B. Both
. studies were prospective, comparative, randomized, double-blind and used the same study drugs in slightly
different regimens. The WHO/HRP pivotal study was multi-center, international, enrolled women within 72
homafterinmoomse.mdoﬂ‘ereduhirddose.neaomdxmmdymsingle-m(!hng!(mg).
enrolled only women within 48 hours afier intercourse, and did ot offer a third dose.

1. ToconfmtheHodewanﬁndingthnlhez-dmelemgmmmquChdﬁn
same effectiveness as the Yuzpe regimen
2. ToconﬁmtheHodewmﬁndinzthnthez-dmlevmgsmluumuthadfmﬁda
effects than the Yurpe regi N T
3 Tonssmwbahatbemeﬂecﬁvmemﬂdbenhicvedifﬂnmofmmtm
extended to 72 hours
All three of these study objectives were met.

6.1 Study Design Deficiencies

Themajorﬂawinthepivonlsmdymdnhckofhccmpmyuﬁn&dmmmmnm
baseline(enuy)vixitandspeciauyatlheend-of-midyvisit.'l'heamptemdpohnw:stheocammeeo_f
any vaginal bleaﬁngmmmwhmitmd,rdﬁnmmemtwmmm&mme
uuelnddeneeofpregnnndu(mlum)mnotmmdymunmmeminebccuﬁng
ofonlySl%ofmembjmnﬂ\eeuuyvisitiseowaning. It is of note that the
mﬁngohllsubjecuatenu'y(l’mmwith&wom)pmdueedthsuoﬁhefomwemwm
ultimately eliminated from the sponsor’s Efficacy Population. )
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-AnothewumﬁththemdydesigninheeoneeﬁonofdmfmmTheMOreviewed-SO.diuyw'ds
from 16:imandthedmmrdedwm:implyayednoformelOlimdndvawe'emt.s.'meAEdnuwas

requested and analyzed fortheﬁmaemdnyuﬁuthaxpywniniﬁmd;mqmnﬁﬁuﬁon(mﬂd.
mm)ummmwm ,

- 'I'heMOcvalmblepopuhﬁonududedﬁvewom:threemmmbyhccuﬁngulheemyvisit
lndtwo(06-96md789.-36)h|dimueomxeatlﬁmeinMcyclcinmmpaﬁblewixhlpmibleeonmpﬁon.
The sponsor’s evaluable Eligible Population included four women with a positive hOG test at admission: one
ofthesembjecu(llﬁz-u)wudaaminedbytbeMOnsevalunblemdnotptemumemuyvisiL
Because of the differences in how many subjects were included in which populations, the sponsor's and
MO'’s pregnancy rates, relative risks, and prevention fractions differ. These differences and their -
interpretation are discussed in this MOR. o

Memfowmofuuﬁmthatbeamlppmduingmeomnnviwoﬂhismkeﬂincyin
- Q\inesewomen.eﬂiucywithﬁnﬁngofﬁmdose.ﬁskofectopicpregmncy.andwodwmbiﬁty.

1. Efficacy of Plan B in Chinese women: in the MO evalusble population of 1955 women in both treatment

.SO%ofthePlanBdeuzpepregnandes(faﬂmu)mﬁomtbefowClﬁmemmthal
comprised only 25% (SOOwom:n)of!hepopulnion.Also.inthesupporﬁveHodemstudywith 834
Chinmwommthepmgmncyntsofz9and35%mhighathmlhehimﬁcaﬂyexpemed 2%
pregnancy rate. These facts suggest that emergency contraception with either Plan B or Yuzpe has less
efficacy in Chinese women. Explanations for this observation are Dot clear, but labeling should reflect this
finding. ..

2. Efficacy differences between 24 hour time blocks: higher pregnancy rates were clearly noted among women
who started either Plan B orYuzpe%homormoreaﬁuimaeomu.Tbehighmpmgnmcynuswch:
women whomneduumembetween.atsmdnhom.nehbclingofthePLANB"prodmshou!d be
written to encourage women to start the treatment as soon as is reasonably possible after intercourse. It
isuowd.however.matemmwmwbddaymmﬁwkwmrgmdmmpymimdeﬂiacy;
it prevented 61% of expected pregnancies among women who initiated treatment 48-72 hours after
intercourse. !

3. Risk of ectopic pregnancy in Plan B failures: ecwpicpremncyisl.pomﬁﬂﬁskofmgstinonly
comcepﬁonmmoughmmpicmmxiesmuponedhmeﬁwmm:mdiam
contraception, the number of overall pregnancies reported is small (only 39 levonorgestrel failures with 23
unknown outcomes, 12 pregnancy terminations, and 4 normal births). A word of caution in the label would
bepmdent.sincethcmadispafmnedmnotpowedwdmminausedﬁskofmpicmgmncy.

4. Stability of the actual proposed product: see FDA chemist David Lin's report concerning the chemical
-stability of the Plan B product, levonorgestre! 0.75 mg, manufsctured by

7.0 Final MO Recommendations:

1.AppmvalofPhnBisrecomended.hhnlanueffw&veumehupcngimhambemed
cﬂicacympaioﬁtyto\'nzpeformaﬂmms: -—

< mtuppo:ﬁvenonndxmmdyclaﬂyﬁowsequivdency.mdmuuMUminme
hrchﬁu:yPopnhﬁonshowedpugmncymzs‘MPhnBﬂJiYupe) higher than the
expectedmeoﬂ%.lnmamlysixucludingnﬂmwhohndaddiﬁomlaqs.oﬁmmmse.
thepremncynmmu%levowgmduﬂZJ%Ym . :
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¢ Onlyuingleuialmyhvedmsmmdmﬁsﬁulevideiweofgpaioﬁty.bmmm
mﬁaedﬁomﬂwdaignmwofmtlsﬁngwyﬁmminemmmhmfmm
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NDA 21,045 Medica! Officer Review

Levonorgestrel 0.75 mg for Emergency Contraception

MO Table: Study 92908 Failures ant subjects)
| Site and | Age, Coitus | First | Other | Sx’s* ADM | Confirm | REMARKS Perfect
ID# | Parity | OV | dose | coltus Ladb | JUP Use
Sweden | 27P0 -l 35hr | X1, N, HA, Urine | U, Sono | YZ method failure No
01-60 condom | Diz, W/F @ 5wk
01-82 23 P0 -2 | 645 | None None Urine | Urine LNG method failure Yes
Delhi 25P0 <1 1135 | Nome None Urine | U, Sono | YZ method failure; delivery Y
06-71 Blood | @ 5 wk | 12 mo. Later
06-96 2r2 -13 |35 X4, None Blood | Sono @ | YZ: LMP2/26; sex 3/3; N
Day6 condom not 5wk Sono conception 3/19
tested NON-evaluable
Pittsbrg | 22 P2 +9 135 X1,N9 | N,V,HA | Blood | Sono YZ; Pregnant before Rx; N
078-26 +14 W/E.Br + NON-evaluable
078-74 | 23P0 0 44 None All but Urine | Sono @ | YZ method failure Y
Pain Blood | S wk
Lagos 33PS 0 105 (X1, N, Pain None | Urine LNG method failure N
302-03 condom
Man- 21P1 -3 26 X 12, None None | Urine YZ User failure; Unreliable N
chester condom coital Hx.
789-19 Took 3" dose.
789-36 |21 PO -10 1140 | X2, N,Dizy, | None | Urine YZ User failure; N
condom | W/F NON-evaluable
789-59 |26P1 | -2 [44 None All but None | Urine YZ method failure Y
+11 Br ’
"ama | 29 P} 0 45 X3, None Bld-? | U, Sono | LNG.LMP 7/7. Sono N
2-03 condom Result | @ 7wk | conception 7/3. Unreliable.
- JUP before Rx. NON- eval
1162-28 | 26 P1 o+l |17 X2, HA, Dizy | None | U, Sono | YZ failure + coitus X 2. N
1 117 condom | Pain concept | Investigatar thought concept
coitus 11/04 10/22. MO: evaluable
116244 {20P0 | +4 |38 Yes Blood | N.A. YZ use. N
+ TUP before Rx. NON-eval
Beljing | 40P0 | -2 515 JX1,mo [NV Blood | Sono @ | YZ method failure N
1378-16 : BC 5 wks
1378-25 | 32 2 |22 None None Blood | Sono @ | LNG method failure. Y
G4P0 : 6+ wk CRF said TUP b/4 Rx
1378-31 | 24 P0 2 |215 {X4,m0 |N,VHA, | None | U, Sono | YZ failure: N
12+2 | BC Br, Pain concept | Coitus 11/1. Took 3" dose.
11/4 Coitus X 4 after Rx.
1378-50 | 33 4/-3 |36hr | X2, N Blood | Sono, YZ failure: N
G4P1 condom - | Concept | Coitus 11/7. Coitus X 2
- 11713 after Rx.
1378-93 | 36 -3 14 None None Blood | Sono, YZ method failure Y
G2P1 Concept | Coits 11/18.
11722
Beijing | 43 -1 |35 None N.VHA | Blood | No Uor | YZ method failure Vomit 4 Y
1378-97 | GIP] 12+14 Diz, WF |- . Sono br after 1" dose. 43 yo,
listed regular cycle.

“"+’s = symptoms . Nanausea, Vavomiting, HA=beada

toms, Pain=abdominal pain or cramps.

che, D or Diz=dizryness, W/Fuweak, fatigue, Brabreast

'~




(

Levbnorgm] 0.75mg for Emergency Contraception

'NDA 21,045 Medical Officer Review
" <iteand | Age, Coitus | First | Other | Sx’s | ADM | Confirm | REMARKS Perfect
ID# | Parity | OV | dose | coltus Lab | TUP Use
ohanghi | 32 -1 13 X1, Nooe Urin- | Urin+ YZ method failure. Coitus = N
1326-06 | GIPI condom Sono + | conception date.**
1326-21 | 29P0 2 137 None None Urin- | Sono+ | YZ method failure. Coitus = Y
! - ) conception date.**
132647 | 24 <3 |43 |X1, - | None Urin- | Sono+ | YZ method failure. Coitus = N
GIP] - condom conception date.
1326-99 | 28 -2 13 None N,V None | Sono+ | YZ method failure. Coitus = Y
G2P1 conception date.
Nanjing | 32 -1 58 None Diz, W/F | Urin- | Sono+ | YZ fail. Coitus = concep- Y
1423-37 | G3PI Diarrhea tion; bisthmus for abdo Sx
1423.52 | 28 2 |4 X3, N.W/F | Urin- | Sono+ | YZ method failure. Coitus = N
GIPl |- condom conception date.
1423- | 26 +172 | S8 None N,.HA Urin- | Sono+ | YZ method failure. Coitus = Y
128 GIP0 conception date.
1423- | 25 -1 60 None None Urin-'| Sono+ | LNG method failure. Coitus Y
142 G1P0 = conception date.
1423- 130 -1 59 None | N,Diz, Urin- | Sono+ | LNG method failure. Coitus Y
147 G1P} Pain, W/F = conception date.
1423- | 26 4 |56 None N. Diz, Urin- | Sono+ | YZ method failure. Coitus = Y
185 G3P} - W/E conception date.
Tianjin | 24 -1 615 | XS5, N,V Urin- | Sono+ | YZ fail. **Sono. Dr. Weiyu N
1539-30 | G2P0 condom thought pt. pregnant before
1539-35 | 31 -1 42 None N only Urin- | Sono+ | LNG failure. Coitus = Y
G2P1 conception date.
19-51 | 35 -4 |60 X2, N Urin- | **Sono | LNG failure: user vs. N
G2PI condom method.
36 2 |9 Xl,oo [N, WF | Urin- | Urins YZ fail. N
1751-533 | GTP? be No sono '
North- | 22 +2 |34 X 1,00 | None Urin- | Urine LNG user failure. Card N
bridge | GOPO +11 be unreliable for coits Hx.
1983-45
Christ- | 31 +4 [6] X1, N, Pain None | Urins+ LNG fail. No adm labs. Ov N
church | G2P2 ] condom No sono | +4. UTI rx'd at adm
2009-17
2009-27 | 24 +3 |61 None N, Diz, Urin- | Urin+ YZ method failure. Y
G1P1 Pain Nosono | Ov +3. ) ’
Auck- 36 + {4 X4, All,but | None | Urin+ LING fail. Coitus = N
land NZ | G4P3 1244 | condom |noV Sono+ | conception date.
2008-04 3" dose taken.
2008-08 | 36 2 123 X4, N.HA, Urin- | Urin+ YZ fail. Coitus 2/29. N
G2P2 ‘Condom { Pain. Sono+ Sono conception 3/6. '
2008-31 | 25 +4 1425 | X2 N, V, None | Urin+ YZ fail. Coitus = conception N
GOPO condom | HA, Diz Sono+ | date,
WellLNZ | 21 2 |24 X3, Br,Pain | Urin- | Urine YZ fail. N
2010-21 { GO Condom No sono | MO: user failure.
'2010-41 | 19 PO +0. }41 None NHABr .| Urin- | Urin+ YZ method failure. Y
Diz Pain No sono
201097 | 22P1 +0 13942, | X1, NV, . Urin- | Urin+ YZ method fail N
+12 | Condom | Pain No sono | 3™ dose taken.
cand | Age, Coitus | First | Other | Sx's ADM | Coafirm REMARKS Perfect
_ D# | Parity | OV | dose | coitus Lab e Use
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- NDA 21-045

PLAN P Ju 12 8%
(levonorgestrel) Tablets :

Safety Update Review for NDA 21-045: all safety update submissions for this NDA were reviewed by the
medical officer. There were no additional serious AES, or other AEs that were of concern. The conclusion is:
matmeprodnctissafeandshouldbemedqhbeled.

/S/ /8] alaln

Daniel Davis, MD, MPH _ 7/49/45 Miirianne Mann, MD
Medical Officer, HFD-580 Deputy Director, HFD-580
DRUDP DRUDP




